HPV vaccine: Can we afford to hesitate?
To the Editor: Cervical cancer, caused by human papillomavirus (HPV) infection, is highly prevalent in sub-Saharan Africa. The estimated annual incidence of cervical cancer is 35/100 000 women, with 22.5/100 000 associated deaths. This is in stark contrast to the 6.6/100 000 cases and 2.7/100 000 deaths reported in developed countries such as the USA, where HPV vaccination has been available since 2006. [1.2] A vaccine is only approved after extensive clinical trials prove that the benefits of vaccination outweigh any possible risks associated with it. Governmental and non-governmental health organisations scrutinise these clinical trial data through independent medicines review agencies and academic institutions before vaccines are approved and accepted for use (Table 1) . Currently, two commercially available HPV vaccines are approved in more than 130 countries, and more than 175 million doses have been distributed world wide. [3] The USA and Austria in 2006, Australia, Canada, Belgium, France, Germany and Italy in 2007, and the UK and others in 2008 were among the first countries to introduce HPV vaccination as part of their national immunisation programmes. [2] To date, HPV vaccination has been introduced into national vaccination programmes in at least 40 countries, [4] almost all of which have have lower cervical cancer prevalences than South Africa (SA). [2] The safety of both HPV vaccines has been rigorously tested in clinical trials prior to licensing and as part of ongoing postmarketing surveillance. [2] Data from post-licensure passive, active and population-based epidemiological surveillance studies have not shown any differences in conditions such as Guillain-Barré syndrome, stroke, appendicitis, seizures, allergic reactions, anaphylaxis and venous thromboembolism. [2, 5] Reputable global leading health organisations, including the South African HPV Advisory Board, endorse the safety and efficacy of HPV vaccination (Table 1) . [6] Both vaccines showed almost 100% efficacy against precancerous lesions associated with HPV types 16 and 18, which are responsible for around 70% of cervical cancers. Cross-protection was also reported against some non-vaccine types, which could increase protection to up to 85% of cervical cancers. [7] Cancer endpoints will take decades to observe, and it would not be ethical to allow women in a placebo arm of a trial to develop cervical cancer. Several proximal measures of vaccine efficacy such as persistent infection with HPV, incidence of cervical precancers and genital warts, and markers of immunogenicity were therefore used in previous studies. These are now accepted by the World Health Organization for use in future vaccine trials as appropriate endpoints that accurately predict vaccine efficacy against cancer. [4] Data from ongoing follow-up studies show that HPV vaccines are effective for at least 9.4 years; levels plateau early and then stay unchanged, so mathematical modelling studies have predicted long-lasting protection for at least 20 years. In addition, antibody levels, and therefore predicted vaccine efficacy, are highest in girls who receive the HPV vaccine at a younger age, providing a strong incentive for early vaccination. [4] It can be expected that antivaccine campaigners will take advantage of the HPV vaccine debate, focusing on concerns about safety and isolated reports of adverse events temporally related to vaccination. It is imperative that healthcare professionals are well informed so they are able to answer questions and dispel the myths surrounding HPV vaccination in order to ensure maximum vaccine coverage and herd immunity. The National Department of Health and the SA government are applauded for the bold decision to implement and finance this lifesaving initiative. It deserves the full support of all medical professionals! 
